# 



Nucleic Acid Compositions 
for Stimulating Immune Responses 
Arthur M. Krieg 
10/613,524 



1/9 




Nucleic Acid Compositions 
for Stimulating Immune Responses 
Arthur M. Krieg 
10/613,524 

2/9 






100-| 




90- 


LLJ 


80- 




CQ 


70- 


o 


60- 




50- 


LLJ 


40- 


d 


30- 


Q. 


20- 


5S 


10- 




o- 




co 1 no 



o o 

CO nO 



o o — 

On On S On On 

o o g 0 0 

On On On On O 

^ 





D240 

D241 

D243 



cq no o o 
o o ^ CO no 

O O O o O 
at. ac Q£ c*. at. 

* * % * ^ 

o o o o o 

U U U u Q 
ODN [\ig/m\] 

Fig. 3 



1 1 CO 



NO 

o 



o o 

CO 



NO 

CO co CO CO CO 

o o o o o 
o o o o o 



Nucleic Acid Compositions 
for Stimulating Immune Responses 
Arthur M. Krieg 
10/613,524 

3/9 




4500 -i 
4000- 
3500- 
3000- 
2500- 
2000 — 



1 

ft 

t 

I 

ft 



ML 



Csl 
O 

o 
o 
o 



I 
I 

I 
1 



H 

m 
I 
I 



o 
o 
o 
o 



o 
o 
o 



CM 

o 
O 



O 
U 



o 

d 



O 



O 



O 



m MEAN IP-10 3 D 



no 

o — : 
o o 
o o 



ODN l[ig/m\] 

Fig. 5 



Nucleic Acid Compositions 
or Stimulating Immune Responses 
Arthur M. Kxieg 
10/613,524 

4/9 



CL 
O 

T 



1600-j 
1400- 
1200- 
1000- 
800- 
600- 
400- 
200- 
0- 







Si 


Mr 






o 


O 


o 


o 


o 


o 


CN 









1 



m 

if 



i 



o 
o 
cn 



o 



O 

Of 



o 

d 



O 
a: 



o 

CO 

o 
o 



B MEAN IL-10 3 DONORS 



o 

CO 

o 



CO 

o 



o o ^ 



o o o 
u o <-> 



ODN [jig/ml] 

Fig. 6 



900 
800- 
700- 
= 600 
g 500 H 
? 400- 

u. 

? 300- 
200- 
100- 



■ MEAN TNF-a 3 DONORS 



1 



1 co 1 no 1 o 1 p 1 

O O • ' CO >o 

o cn 2^ o CN 

o o o o o 

CN CN CN CN 



M m m m m 
1 ^ 1 co 1 >q 1 o 1 o 

O O 1 ' CO >o 

d d o o d 

o^: 2= 

i — i — t= » — i— 

Z Z ^ Z 2 

o o o o o 

u o ^ o u 



m 



1 ^ 1 co 1 <> 1 o 1 o 1 

o o — co no 

co co S5 CO CO 

o o £2 o o 

o o 2 o o 



ODN [|iig/ml] 

Fig. 7 



1 



1 



I 



^Q 1 



Nucleic Acid Compositions 
for Stimulating Immune Responses 
Arthur M Kxieg 
10/613,524 

5/9 



r 



X 

LU 

o 



I— 

to 



9-i 

8- 

7- 

6- 

5- 

4- 

3- 

2- 

1- 

0 — 



5 x 10 6 CELLS/ml 



n 



1 ug/ml 3 ug/ml 10 ug/ml 



LU 

Q 



O 



CO 



6n 



5- 



4- 



£ 3 



2- 



1- 



2.5 x 10 6 CELLS/ml 



H 



I 

w 



1 
1 

1 

m 



1 ug/ml 3 ug/ml ' 10 ug/ml 



FigT8 



Nucleic Acid Compositions 
for Stimulating Immune Responses 
Arthur M. Krieg 
10/613,524 

6/9 



CD 

.a. 

<J 

O 
U 
o 



800-1 
700- 
600- 
500- 
400- 
300 
200- 
100- 
0 




1 



m 

vi! 

it 
m 



□ 1 ng/ml 
0 3 jxg/ml 
■ 10 ng/ml 



10103 



7909 



2137 



Fig. 9A 



2500-. 



_. 2000- 
£ 

& 1500- 



o 

CM 



1000- 



500- 



if 



□ 1 txg/ml 

□ 3 ng/ml 
B 10 ng/ml 



10103 7909 2137 



Fig. 9B 



Nucleic Acid Compositions 
for Stimulating Immune Responses 
Arthur M. Kxieg 
10/613,524 



7/9 





6000-1 




5000- 


E 


4000- 






u 


3000- 


o 








NO 


2000- 


1 






1000- 




0 — 



/;«. 



9 



□ 1 |ig/ml 

□ 3 jig/ml 
H 10 jig/ml 



10103 7909 ' 2137 



Fig. 9C 



U 

:z 
o 
u 

$ 

a. 



600 -i 
500- 
400- 
300- 
200- 
100- 
0- 



m 
y\ 

m 
fm 

ym 
yM 
VM 

m 



□ 1 jig/ml 

□ 3 |xg/ml 
M 10 ng/ml 



10103 7909 




2137 



Fig. 9D 



Nucleic Acid Compositions 
for Stimulating Immune Responses 
Arthur M. Krieg 
10/613,524 



8/9 



40-j 
35- 
30- 
25- 
20- 



S MEDIA 

H 10103 - 1 ^g/ml 

B 10103 - 3 ng/ml 

□ 10103 - 10 jig/ml 

□ 7909 - 1 jig/ml 
H 7909 - 3 ng/ml 

□ 7909 - 10 ^ig/ml 




6.25:1 



E/T RATIO 

Fig. 10 



1 



m 
te- 
rn 



100:1 



10 s 



O 
—i 

§ 



O 

CO 



10 4 - 



10 3 - 



10 2 - 



T 



o 
< 

O) 

% 

CO 



CO 

o 



o 
o 
o 



CO 
CN 



Fig. 1 1 



Nucleic Acid Compositions 
for Stimulating Immune Responses 
Arthur M. Krieg 
10/613,524 



9/9 



10 5 



O 

CO 

X 



1 



□ IgGl 
B lgG2a 




Fig. 12 



HBsAg + CpG ODN 10103 
HBsAg + CpG ODN 7909 




100:1 50:1 25:1 

E:T RATIO 

Fig. 13 



6.25:1 



